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Abstract: Background: Antidepressant (AD) drugs are effective in the short term treatment of fibromyalgia (FM). It may 
be useful to study the long-term impact of AD on patients with FM. 

Methods: One-year follow-up study on 23 females with FM divided into groups on AD (ADg-N=7), and not taking AD 
(NADg-N=l 1). Evaluation at tl and at the end (t2) with the Fibromyalgia Impact Questionnaire (FIQ); at t2 with: SCID- 
IV; Mood Disorder Questionnaire (MDQ); Short Form-12; Hamilton Depression Rating Scale (HAM-D); Functioning As- 
sessment Short Test (FAST) 

Results: After a year the AD group showed a worst impact of the disease by FIQ (p=0.017), worsened quality of life by 
SF-12 (p<0.01), and disability linked to bipolar symptoms by FAST (p=0.05). About 40% of the sample was screened 
positive at MDQ without difference in the two groups. The patients who recovered from a depressive episode did not dif- 
fer between ADg and NADg (20% vs 33.3%), and were fewer than expected from the literature (40-60%). The HAM-D 
score at the end of the trial was worse in the ADg (p<0.03). 

Limitations: Observational research on few patients, not specifically designed to test the hypothesis. The results have a 
heuristic value only. 

Discussion: The results should be read in the light of the high prevalence of patients screened positive for Bipolar Disor- 
ders and of the well-known poor response of the mood symptoms to antidepressants in Bipolar Depression. The deteriora- 
tion in the long-term management of FM patients following AD treatments suggests the need for new and robust studies. 
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INTRODUCTION 

Clinical studies have revealed the efficacy of antidepres- 
sant drugs in the treatment of fibromyalgia (FM) [1]. Anti- 
depressants, SNRI in particular, are commonly used in the 
current treatment of FM even though a recent meta-analysis 
shows that SNRI duloxetine and milnacipran produced a 
small incremental benefit over placebo in reducing pain, 
were similar to placebo against sleep problems, showed no 
substantial superiority over placebo in reducing fatigue and 
improving the Quality of Life, and had higher dropout rates 
than placebo due to their adverse effects [2]. 

The randomized controlled clinical trials have provided 
information on short-term treatment. It may be useful there- 
fore to check also the long-term impact of treatment with 
antidepressants on patients with FM. This is all the more 



* Address correspondence to this author at the Department of Public Health 
and Clinical and Molecular Medicine, University of Cagliari. Italy, Via 
Ospedale. 09123 Cagliari Italy; Tel +39 335499994; 
Fax: +39, 070 6093498; E-mail: mgcarta@tiscali.it 



important considering that a high frequency of manic symp- 
toms was reported in patients with FM, who were supposed 
to be at risk of bipolar disorders [3]. The diagnosis of bipolar 
disorders is very difficult even for the specialist psychiatrist 
thus hypothetically some fibromyalgia patients treated with 
antidepressants may suffer from or may be vulnerable to 
bipolar disorders. The antidepressant treatment without sta- 
bilizers in the course of a bipolar disorder should be ineffec- 
tive against the depressive symptoms and can induce manic 
switch [4], mixed symptoms [5] and rapid cycling course [4]. 
These negative effects and their consequences on the life of 
the patient do not always become manifest in the short term. 

OBJECTIVE 

To measure the change in the overall impact of FM in a 
cohort of consecutive women with Fibromyalgia attending a 
Consultancy Rheumatologic Service, and to measure the 
difference of the impact of the illness on dimensions as func- 
tion, pain level, fatigue, sleep disturbance, psychological 
distress [6] by treatment (antidepressants vs no antidepres- 
sants - independent variable). 
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Antidepressant 
N=7 


No Antidepressants 
N=ll 


Statistics AN OVA 
(df 1,16,17) 


P 


Age [years, mean+SD] (F=4.20 - p=0.061) 


58.85 ±3.76 


43.63 ± 19.15 


F=4.23 


0.060 


Body Mass Index (m 2 /Kg)(mean +_SD) (p=ns) 


26.43 ± 5.83 


25.00 + 5.01 


F=0.308 


0.587 


Pain score, patient (VAS mm) (mean ± SD) (p=ns) 


43.86 ±20.21 


56.73 ±24.88 


F=1.310 


0.269 


Pain score, physician (VAS mm) (mean ± SD) (p=ns) 


29.29 ± 19.34 


41.36 ±17.67 


F=1.846 


0.193 


Associated Clinical Distresses 


Tension type headache 


71% (5/7) 


91% (10/11) 


Fisher Exact test 


0.528 


Irritable colon 


57% (4/7) 


73% (8/11) 


Fisher Exact test 


0.627 


Oto vestibule syndrome 


71% (5/7) 


64% (7/11) 


Fisher Exact test 


0.999 


Paraesthesia 


57% (4/7) 


73% (8/11) 


Fisher Exact test 


0.627 


Sleep disturbance 


43% (3/7) 


64% (7/11) 


Fisher Exact test 


0.637 


Hemicranias 


29% (2/7) 


45% (5/11) 


Fisher Exact test 


0.630 


Urethral syndrome 


43% (3/7) 


36%(4/ll) 


Fisher Exact test 


0.999 



METHODS 
Design 

One-year naturalistic follow-up study. The patient sample 
was evaluated in 2011 (tl) and 12 months later (t2); 
throughout the follow up the patients who completed the 
study were followed by the Consultancy Rheumatologic 
Service at the Azienda Ospedaliera Universitaria of Cagliari 
with no less than 4 visits in the year. 

Sample 

23 females affected by FMS were enrolled. All FMS pa- 
tients were examined by a qualified rheumatologist and ful- 
filled the American College of Rheumatology Diagnostic 
Criteria [7]. The sample was divided at the end of the follow- 
up into two groups on the basis of being or not on antide- 
pressant therapy during the follow up at the minimal thera- 
peutic dosage for at leastl5 days. 

Study Tools 

At tl and t2 the subjects filled in the Fibromyalgia Im- 
pact Questionnaire (FIQ) [8] in the Italian version [9]. The 
FIQ is an instrument designed to measure the overall impact 
of fibromyalgia over many dimensions (function, pain level, 
fatigue, sleep disturbance, psychological distress, etc.). Its 
scores range from 0 to 100, with 100 marking the worst case. 

At tl the following instruments were also administered 
by a trained psychologist or psychiatrist: 

- the DSM-IV SCID-CV interview to assess the presence 
of lifetime and current psychiatric disorders [10]; 

- the Mood Disorder Questionnaire (MDQ) [11] in the 
Italian version [12] for the assessment of bipolar spectrum 
disorders; 



- the Short Form Health Survey to evaluate the Quality of 
life (SF-12) [13]. The SF-12 includes the following dimen- 
sions: physical activity, physical health limitations on role or 
activities, emotional state, physical pain, self-evaluation of 
general state of health, vitality, social activity and mental 
health. The period of measurement is the previous month. 
Highest scores correspond to better conditions and quality of 
life; 

- the Functioning Assessment Short Test (FAST [14]) in 
the Italian version [15], a brief instrument designed to assess 
the main functioning problems experienced by psychiatric 
patients and by bipolar patients specifically. It includes 24 
items assessing impairment or disability in six domains of 
functioning: autonomy, occupational functioning, cognitive 
functioning, financial issues, interpersonal relationships and 
leisure time; 

- the HAM-D (Hamilton Rating Scale for Depression) to 
measure depressive symptoms [16]. 

STATISTICAL ANALYSIS 

Statistical significance was calculated using 2x2 tables 
with Fisher Exact test or %2 test. The variables measured by 
numerical data were compared using the MANOVA statis- 
tics for repeated measure or ANOVA 1 way for non-repeated 
measures. 

RESULTS 

Out of the 23 women enrolled, only 18 concluded the 
study (78.3%) and 5 dropped out (21.7%). 7 out of 18 pa- 
tients (38.9%) concluding the trial followed an antidepres- 
sant therapy (5 SNRI and 2 SSRI) (see Table 1). The antide- 
pressant group was senior, but the age difference between 
the two groups did not reach the statistical difference (Table 
1). During the one-year follow-up, antidepressant therapy 
duration ranged from 6 to 12 months (mean 9.14±2.79). The 
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Therapy 


Tl FIQ 
Score (mean ±SD) 


T2FIQ 
Score (mean ±SD) 


SF-12 
Score (mean ±SD) 


MDQ 
Score (mean ±SD) 


HAM-D 
Score (mean ±SD) 


FAST 
Score (mean ±SD) 


Antidepressants 
(N=7) 


62.42±20.70 


72.1 1±13.38 


21.85±3.53 


6.43±3.78 


12.28±5.85 


21.71±8.47 


No Antidepres- 
sants 

(N=ll) 


58.65±21.61 


52.82±15.86 


29.36±3.64 


5.36±3.61 


7.00±3.09 


13.54±8.26 


Statistics (df 
1,16,17) 


F=0.092 
p=0.766 
df (1, 16,17) 


F=7.095 
p=0.017 
GL (1,16,17) 


F=18.65 
p=0.01 


F=0.363 
p=0.555 


F=6.34 
p=0.023 


F=4.11 
p=0.05 



patients on antidepressants were all - but one - positive for 
lifetime prevalence of Depressive Episode at SCID-IV; in 
the group of patients without antidepressants 6 out 1 1 had a 
lifetime Depressive Episode (85.7% vs. 60%; p=0.316, 
Fisher Exact test). In the antidepressant group 5 had a diag- 
nosis of Major Depressive Disorder against 4 in the control 
group (71.4% vs. 36.36%; p=0.147 Fisher Exact Test); one 
had a diagnosis of Bipolar Disorder against three in the con- 
trol group (14.2% vs. 27.3%; p=0.429, Fisher Exact Test); 
four were positive at MDQ as against four in the control 
group (57.1% vs. 37.7%) (p=0.387 Fisher Exact Test). Con- 
sidering the answers at SCID-IV, only 5 patients in the anti- 
depressant group had depression during the follow-up, 
against 4 in the control group with no differences in the two 
groups (71.2% vs. 36.4%; Fisher Exact test p=0.335). At 
evaluation at t2, 4 patients in the antidepressant group and 3 
in the non-antidepressants group had a current depressive 
episode, with no statistical difference in the two groups 
(57.1% vs. 27.3%; Fisher exact test p=0.333). The improve- 
ment of depression during the follow-up not differ in the 
patients who, in both groups, had no current depression: 1 
depressed patient out of 5 at follow-up in the antidepressant 
group, as against 1 out 3 in the control group (20%vs 33.3%; 
p=0.999 Fisher Exact test). 

The mean and standard deviation of the FIQ score of the 
two groups (see Table 2) did not show any difference at tl, 
but 12 months later the antidepressant group showed an in- 
crease in the mean FIQ scores in opposition to the group 
without antidepressants; consequently the two group mean 
scores reached a difference with statistical significance 
(72.1 1±13.38 in the antidepressant group as against 
52.82±15.86 in the non-antidepressant group at tl, F=7.09, 
P=0.0 1 7 at MANOVA 1 way). 

At t2 the mean score of SF-12, measuring the quality of 
life in the two groups, showed a statistically significant dif- 
ference (21.85±3.53 vs. 29.36±3.64, P<0.01, ANOVA 1 
way) with higher scores indicating a better subjective quality 
of life in the control group. The difference at the FAST score 
in the two groups, measuring specifically the disability for 
bipolar symptoms, reaches the threshold of statistical signifi- 
cance. 

At the end of the follow up the score at MDQ did not dif- 
fer in the two groups as did the HAM-D score; the FAST 
score in the two groups (21.71±8.47 vs. 13.54±8.26) was on 



the threshold of a statistically significant difference (see ta- 
ble 2). 

DISCUSSION 

The study indicates that in a small sample of women with 
fibromyalgia, after a year of observation, those who had fol- 
lowed a therapy with antidepressants experienced a worst 
impact of the disease on their daily lives. At the end of the 
trial the quality of life and the disability linked to bipolar 
symptoms were worse in the group treated with antidepres- 
sants. 

The group of patients on the antidepressant therapy did 
not seem to achieve the expected results even on depressive 
symptomatology. In fact the number of patients who recov- 
ered from a depressive episode during the trial (20%) did not 
differ between those taking antidepressants and those who 
did not (33.3%) and this percentage was much lower than 
expected from the literature on Major Depressive Disorders 
(40-60%). Finally the HAM-D score at the end of the trial 
was surprisingly worse in the group taking antidepressant in 
comparison to the control group. 

How can the worse impact on the disease and the low re- 
sponse to depressive symptoms be explained for the long- 
term treatment with antidepressants on patients with fi- 
bromyalgia? 

The cause of the close association of mood disorders with 
the short-term efficacy of antidepressants in FM patients is 
not clear yet. Specific polymorphisms of the genes codifying 
serotonin transporters, and the catechol-O-methyltransferase 
enzyme that inactivates catecholamine neurotransmitters 
were both supposed to be implicated in the pathogenesis of 
mood disorders, and were found in FM [17]. But the efficacy 
of antidepressants on this disorder may be related to the an- 
algesic effect of antidepressants rather than to their effect on 
mood symptoms, and appears stronger in agents with mixed- 
receptor or predominantly noradrenergic activity, rather than 
on serotonin ergic activity [18]. 

Earlier our group had reported a possible increased risk 
of bipolar disorder in patients with fibromyalgia [3]. These 
results were challenged by those who claim that the screen- 
ing tool we had used - the Mood Disorder Questionnaires - 
was not fit for the purpose [19]. Some later studies con- 
firmed the high risk of Bipolar Disorder in FM patients and 
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found that Fibromyalgia subjects who screened positive for 
bipolar disorder had more severe depression than those with 
a negative screening. In agreement with our previous survey, 
the authors reaffirmed that patients with bipolar disorder 
may experience mood destabilization when treated with du- 
loxetine and milnacipran, commonly used and approved for 
the treatment of fibromyalgia, and that patients with fi- 
bromyalgia should be systematically screened for bipolar 
disorder prior to treatment [20]. Meanwhile some case re- 
ports were published of antidepressants-induced mania in 
fibromyalgia patients [21]. These observations have become 
extremely topical thanks to the fact that a recent study [22] 
has advanced the hypothesis that the premorbid overactivity 
well described in subjects with fibromyalgia [23] is a core 
feature of the manic/hypomanic symptoms characterizing 
bipolar spectrum disorders [24, 25]. A large series of con- 
secutive patients with fibromyalgia was assessed for bipolar 
spectrum disorders using both a categorical approach (based 
on a modified version of the DSM-IV SCID-CV interview 
[10]) and a dimensional approach (based on the screening 
instrument called hypomania symptom checklist HCL-32 
[26, 27]). Both the "restricted" DSM-IV criteria for Bipolar 
Disorders and the more inclusive Zurich criteria diagnosed 
high rates of bipolar spectrum disorder in patients with fi- 
bromyalgia (70% and 86.3%, respectively). The authors con- 
cluded that the overactivity reported in previous studies may 
be considered a core feature of the hypomanic symptoms in 
the syndromes that are comorbid with bipolar spectrum dis- 
orders. 

Antidepressants are known not to be very effective on bi- 
polar depression or anyhow are less effective on bipolar de- 
pression than on depressive episode during the course of a 
major depressive disorder [28, 29]. 

In our sample of over 40% of patients were screened 
positive for bipolar disorders, and over 20% had a bipolar 
disorder diagnosed with the high cut-off of the current DSM- 
IVR (APA 2000) classification [30]. These frequencies do 
not seem high in comparison with the above-mentioned data, 
which report 59% of positive subjects at MDQ in our previ- 
ous study [3], approximately 30% of positive screens in the 
U.S. study [20], and over 70% of cases diagnosed with the 
more inclusive Zurich criteria in the study of Alciati et al. 
[22]. In the light of these considerations the low efficacy of 
the long-term treatment with antidepressants in fibromyalgia 
demonstrated by this study is no surprise. 

Since it is very difficult to identify bipolar depression 
and, more generally, to diagnose bipolar disorders [31, 32], 
the use of antidepressants in a non-psychiatric setting and 
with non-psychiatric indications in patients at high risk of 
bipolar disorder, as are the patients with fibromyalgia, could 
increase the non-recognition of bipolar disorder and, there- 
fore, the inappropriate use of antidepressants. An antidepres- 
sant treatment without stabilizers in a bipolar disorder can 
worsen the course of the illness due to the poor response to 
the depressive symptoms, and even worsen the mania com- 
ponents [4,5]. These negative effects and their consequences 
on the life of the patient should be evaluated in the long 
term, because a 12-week clinical trial is more likely to show 
positive effects (e.g. on pain) and hide the very negative 
ones, e.g. inducing irritability. This effect was also seen to 
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occur in patients apparently suffering from Major Depressive 
Disorder, which was therefore called "false major depressive 
disorder" [33]. These considerations point to a cautious atti- 
tude in the use of antidepressants in a supposed population at 
high risk of bipolar disorder. 

There is another interpretation that could be taken into 
account to explain the results of the study. 

It is possible to suspect that drugs called "antidepres- 
sants" can worsen depression, whether unipolar or bipolar. 
They can be "depressant". This is especially possible in the 
long run. Favorable initial responses to AD ("the honeymoon 
with AD") often fade over time. The same drugs that have 
induced improvements in the beginning, can over time 
worsen the clinical picture for unknown reasons. The litera- 
ture on this topic is almost nonexistent bud some authors 
suggest this hipothesys for possible neurobio logical altera- 
tions induced by prolonged treatment [34]. 

LIMITATIONS 

This finding should be discussed taking into account the 
limitations of the study. This is an observational research, 
conducted on a few patients and not specifically designed to 
test the hypothesis. The sample could not be perfectly bal- 
anced for variables that might become confounding factors. 
The results have a heuristic value only. Nevertheless it adds 
something to what has been demonstrated by randomized 
controlled trials on the effectiveness of antidepressants. Or, 
rather, it emphasizes that the debate on the use of antidepres- 
sants in fibromyalgia lacks data on their efficacy and safety 
in the long term. 

CONCLUSION 

The results of our study should be read in light of the 
high prevalence, in our sample, of patients screened positive 
for Bipolar Disorders; of the literature data indicating a 
higher risk of bipolar disorder in fibromyalgia, and the poor 
response of mood symptoms to a treatment with antidepres- 
sants in Bipolar Disorders. The deterioration in the long-term 
management of patients with fibromyalgia following a 
treatment with antidepressants suggests the need for new and 
more robust studies on this aspect that was never studied 
before. 
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